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#11 2 0 0 1 - 2 9 2 6 7 5 ^- V : 1/ 

TO* 

AHIo 

Mb 1 1 

( — X m — Y — ) 

1 [II 
spacer L 1 J 

Z 

(5£tk Xl£CH 2 X(iCO-NH£7FU Y(iCH 2 XliNHCH 2 CO^^L 
> Z(±1t^S£^U spacerfi(-CH 2 -)pX(i(-NHCH2C 0-)q^^L, 
mf± 1 J2JLb<£>Sg&£ x nfi2 0 0-4 5 0Olt^, pS^'qliOXlil - 80 

^m^^-fo ) 

u v#vft£fflv>-a£*-r & d <h k x <oftmztitz&mmM&x&2> z t zmmt-t 
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mm 2 0 0 1 - 2 9 2 6 7 5 ^- v : 2/ 

?^Aiai^^>; t zmit-r&m^m 1 ~ 4 o^-r tL^iamo^inti 
- 1 tftrnt-r z>m 1 - 7 ov^-rtL^K«co*jg)ji^p n pX{iAxa^o 

XhZ> Z. 1 - 8 Ov^-fn^fEm(7)«MfSp D pX{iAXam 

o 

X&&HL AI^I±S«, AI**«#fti, AlfflSIif L<1UI 

nmmfomn&mk, xtiAxitir, ai», axjff> axwm> aimsl 

IliAI«o 

mmiz*>sn?&3cnft.$:fcmmL. * <d x k £ jgjg&g p d p x a ai« * a&s $ 

-»t\ P/T MB# K 7° 7 X y * mm <b glfttffi p°p X 14 AI« £ JS# Lti9y*9 

[tmm 1 2 ] tt&m&teWLmx j^to-^ [ 1 ] t?^$ n 
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[it 2] 



(— X m -Y— ) 




[I] 



(j£*K X{iCH 2 I(iCO-NH^^L, Y (iC H 2 Xf£N H C H2C O £tj; L 
, Zfif tE&fc^U spacer(i(-CH 2 -)pX(i(-NHCH 2 CO-)q^^L, 
m(ilW±<7)lt^, n(±2 0 0-4 5 0«^, pM'qliOXtil -80 
^^^r^-fo ) 

[is 1 3 ] — igj&t [ 1 ] -e^ $ *i s m.7km&m&M # - a*, * 

listen 4] mmmm&tf. mmm^^Lx9y^^ii±wi^±^m 
-tztmmi 1-1 3<D^-rfimm^^m<Dm^im Ltzt tx^mmt 
zmmztgrn-fz zlkx*) mmztitzmmrnxfrz z. t zmffltt-tzm^m 1 

m z tifz x.T.mkxhz> z tzmwit-tz mn&&\ i~i 4(D^-rn^mm<7)m 
mm<Dm^m^Lfztixnmnm^mmmm^xitAx^(7)n^mo 
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mm 2 0 0 1 - 2 9 2 6 7 5 ^- v : 4/ 

!fflj&£js® u - tKx nmmztifzmmmAxnmx&z - 1 £#m 

fc-**ifl*IIl 1-1 4 0^-r^^f£«<7)^BlO«ig4-^#L7t:itT#ffipT 
^>>ii:^^ii:i-^W^l l-l 7 <D^1r*imm<F>mm&<Dm&*$m Ltz 

WLtzit xmm ^m^&mmm^xu Axm.fflwmiku&o 

±&®m. xi:%m±fcfaffi., xxw^mm.m.. Aiufittif Ktui 

<f±AiftHT-*&dt£ii#f&£-r&m#m 1-1 9<7)v^rtL^i£mco«m 

[0001] 

LTV^^>/^t45:#^±^7TM$tLT^^ x ifflll&O^JBL 5ML urn, Si* 
AIlfiLi\ AXfliU, AIJfF, Alfl, AISi, Al^If <7)AI« ( 

[0002] 
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5/ 



®.mzmj&-r2>-t&mm<oftftmn±.mm (apical) , mTm^mmm (basa 
i) tmiti. frfr&&&wnTiz&, iei^^nft^')A^«tf 
r (ecm) frhfcz (mmz^t*^) mmmtm£tn>5 o-i o o nm(Dm 

[0 0 0 3] 

ijy (HSPG) M±Z>Z\trf-&mt)lZ%\htiX\<*Z>o H S P GltW&f£fa&J& 

mtznx%<, m*v>mmmiz^ ivm^y-yy. ^>»^^>mt 

[0 0 0 4] 

03iiOtya- y hfrb%Z> U&foX\ 1 5 tt^W 7-f V7t-i^ ri*£n <b ti 
*K i ti ^ I) ^ lit 4B$(7)^t Plttl W CHI L T 0 
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titv^^f 9 o^ro^^g^^-r^^o 

[0 0 0 5] 

mttm^im-hK mmRrf^m^mmmm^mm^R^Lx^^ (cr 

ouch et al., Basement membrane. .In The Lung(ed .R. G. Crystal and J. B. 
West), pp53. 1-53.23. Philadephia : Lippincott-Raven. 1996) 0 

■rtWJjy (HSPG) RXf^> 9 ?^ytmhtiX&V) (Curr. Opin. Cell 
Biol. 6, 674-681, 1994) , y < - >RZ/IVM^ 7 -¥ ><DT 4 7 7 * - A £ 

(Matrix Biol. 14, 209-211, 1994, J. Biol. Chem. 268, 26033-26036, 1 

993) i)\ ±.Bimm<7)i9:mi> 5 tz. mm%i><Dx&z> 0 hspgi*, ±.&mm&i 

J&Rtfrmtmmm^-mzX^X, 4 y¥*'X^f&£ti2> (Development 120, 2 
003-2014, 1994, Gastroenterology 102, 1835-1845, 1992) 0 Mmtfz'i&mm 

(lamina densa) £7^1" > \£ Y n X<D±.^W^L^r)V Zftm-f &fsU^, 4^3 
Xtk&<ftfrtlX£fz 0 m (J. Cell Biol. 133, 417-430, 1996) (J. 

Invest. Dermatol. 105, 597-601, 1995, J. Invest. Dermatol. 109, 527-533 
, 1997, Dev. Dynam. 197, 255-267, 1993) ^ftjfrtT'/l'jWftS tiX& v . 
v> < o^<7)K^^«a**JgM^^ ? , MSK^KMfctfclW*:**: tX^ 

[0 0 0 6] 

M^fM$n^>^h^^L7t:(Cell Struc.Func, 22: 603-614, 1997) c 
^It^lffl^ <£ o T n 7 - y y ¥ >W± TO L £ $ * if L , £ 5Mfc $ *i jfffljfe^ 

y-yym^t tt><o-D^xi£mL, z^^mt^ >tf 



ffitE#2 004-3030990 



mm 2 0 0 1 - 2 9 2 6 7 5 ' ^- V '. 7/ 

id »t h mi t mu-r zztfrb mum « t mm. - <omum %\t 

3 7-y«it\ IIMjffifl&-tJk*fflJ&1* (SV40-T2) 4BBSJ!*«t* 

(T2-F ge i ) fc , am^w^^i- * * o ivm =» 9 - v y *? ? a 

[0 0 0 7] 

^m^^^^-yy-Mmi, 5%co 2 c t j 3 7°ciM >^ra^- h l 

v-¥ymm% (fib) ±SB«(RWROffc#!»fcLTffiv>, ±|fi0Jfc±j£ 

§$ti-Cv^ (Eur. J. Cell Biol., 78: 867-875, 1999, J. Cell Sci., 113: 
859-868, 2000) 0 z\(DM^(Di^, n 9 >*£$<7>fitJg7«i,> <h . 

jfflfl&«:S»!IBI^f* (108-2315) -f&t> IMt^iJ T^ftTr^ _L^^> d <h 
*b (0!l ! Bee ton Dickinson, Fibrillar collagen coat culture insert) » "3*7 
-r>-<$m&mii, 0. 3-0. 5 m g /m l ^M-C* -?> t ^ tl t (Eur. 
J. Cell Biol., 78: 867-875, 1999, J. Cell Sci., 113: 859-868, 2000) 0 
10 0 0 8] 

)V (Matrigel ; Becton DickinsonO^ilj^H) ZMz-tz rr y -Y>m^&M±X 
> IlMMJi&lfflJ&l* (SV40-T2) £J«Lfco COfc|7>'jm, 
J&53*?>H*14 (exogenous) ft&z£ t LTWfe Ltz 0 vF'J^Hi, Engelbreth- 
Holm-Swarmfli^-7 h y ? *frhtfo\&%KtzmmgmWfoX*$>*) (J. Exp. Med. 
145, 204-220, 1977) > E C M^Hf^#^^l?-t v\itWh%>m* <D*f 4 h 

>Ojtiltc N 7^>-l, z-yft^-y, ivm^^-ry, y 
A,-C^& (Exp. Cell Res. 202, 1-8, 1992) 0 *) &i fltz-r V Y 
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mm. 2 0 0 1 - 2 9 2 6 7 5 ^- v : 8/ 

Milium *K v f u y;Hi:f t tiJsii«?l L> £#K4Hfc$*i 

£ <m J 3-LX^2>Ztl)mbfrl l Z%:^X^2> (J. Cell Sci., 113: 859-868, 20 
00) o 

[0 0 0 9] 

v&wmvtk L «t d 1 1" * MU 

sltv^^ Rif £1$ k «± 7° -7 7s * v ? mmfr h mmw tc* g mi $ ■& & z t # ? t* § 

ft, ±tm, ill*. IS^a^^^tt^l-S^iBSr^ofelfflflan^hVy^^-C* 

«\ AXflrJf, AXtfK AX»MU AISH, AX^H^O AX&®^AXfl@^ 
$lx.f£, WifiT<7)^^^jgm«3i^*fM^-^/in7-r>^i±<7)AXa 

[0 0 10] 

[»I*»ftt-5fcA^S] 

mm^mit, t g f - ^ m v f 'j r Tt^tt ^ c t c i ±&m 

7-r>7 ? ;W) ±t?JS*Lfc*£- (T2-Fgel) , TSK«> i ^tc«u^i^«^ h 

'j^n^ii, ±fp*7i^co^iti4rJ7-y>^ex-e^*L/i^ (T2-f 

ib-Fcm) , TSJ^ i/WC3--r -f >y£titi-? h >) Y)V<n$&T^ ±MV x;K7) 
lftilttt3 9-r^3fe«±-Ci&*LfcJ»'& (T2-fib-MG) , jl ;URtn r «'7 

i >Kaj££H^T G F — /? W*#T> i ;K«*f 1£n 9 -r >*«±"CJ§ 
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[0 0 1 1 ] 

|E^i-&RI^I»iioS:#J«:*feL-C^-6it3&*t,, ft&mifc (EC) Hi* MS 

±i5-)x;Koiifiiiv h 'j y ? xmm±-?t%mLtzm& ( 

EC-Fgel) , T£G->^;WCflM!t»m-7 h 'J y ?Xco*h?T\ ±g&^;K^& 
litt=J7-^>*li±-et&*Lfc^^ (EC -fib-Fcm) , TUV =r --f -r 

(EC-fib-MG) , ±gp * ^ ;K7)^it14 > &K±-ei^« L tz®& (e 

C -fib) Kli, (EC-Fgel) Oi^^|^#SJg^f^^tL^^o7to 
[0 0 12] 

$t>U, ^:|&B^#^(i, «re*lS«l«:^LfeJWIfe±&«Bte*, 0. 1 8MO 
«BMbk**-Cl Ofrffl&SU 1 B B»ttK-U&HIUI&& 
SJ^M^^i'JSt^^r^-^^-ei^CLt^^tTU^ (Cell Struc.Func. , 22 
, 603-614, 1997) 0 Lri>U IfeJSSI^^Olfflfl&OilJt**^^ 

tcef5feo*jg|R^jfifl6«r Wi" & ramXti*ttO#fflll&«r# ft • LT & , IM-fflJE 

1 % h U h > (Triton) X - 1 0 0 (Calbiochem-Novabiochem Corporation) £ 
■fflv>&£, ^-^IBflmf^fflpj: ^ MoJt«J&5H 5 l#JSI U T ;u # 'J 1$*#$u 
1?iJxJ£\ 2 0-5 0mM©NH3^1v^t iffllfeOggJglR^iB 

U Se«-»**ffi*#J<iOil^* (P I C, protease inhibitors cock 

tail) *m^z>t, Mmm$Mi-&mKmffiLx<2>>)vv*-<u$><7)s&frMm 
it. mm. mm, mfe&m.%t:zmw?zmmzm^zm&mnmRzmMmz 
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[0 0 13] 

1*1 KUfcfcft * W-T & t 9 > ^9 % t Rjfc t -? * tig& £ Sr Jfiri" £ 

Aum-m^mmmmsh * im Ltz9>^9 & 3dt # * tiw ygt $ a 

c **-c # , f SMI $ titz Aiai^iJSllp D p %#LWLtz9 y>*9 &1ci$m± . 
[0 0 14] 
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[ft 3] 



(— X m -Y— ) 




n 



CI] 



(:£cK X(ACH 2 XfiCO-NH£7FU YliCH 2^- (iNHC H2C 0?:^L 
, Zti^HBSfc^U spacer(i(-CH 2 -)pX{i(-NHCH 2 CO-)q^^L> 
m(i 1 JJJLLOffi&fc, n(i2 0 0-4 5 0«^, pS^qHOXIll - 
g&fc^-To ) (lt*«2) -&5£ [I] •CiE$ix*BR7Ktt#14"8t*^ i ;*T 

* > o fli JC*#fi$# B i§#fc r ;i/ # <; * ffl v > r £ -r t k «t 

*^m^p D pX{±Axaii (it*^4) Axmm&* ?>^?&3cm*±.x\ 

\tm £ m-t z> v -t -7° * - £ ft £=f t $ & - 1 § * nil * fir £ * > ' < * 145: 
zmit-tzm 1 - 4 co^rn^ie*co*jsmfip D pX(i aiii 

2>%mmi -4<D\,^TKfrtm<vmmmm&xi±AT.®.m. (w^7) 
iMt^tt^w\ ±&«miiax»±i*ijfeiwiia-c*4 - 1 

1 - 7OV^-ftL^fE«c<50*i&fltIp n pX(iAXa^ 0W#£8) 9>'*?®L% 

-8<7)^-rn^ie«!co*ESi^p D pXtiAXM (»*^9) Aia»^ a 
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i^m, Axnm±&m&. Anmm±&mm. Ai^it±&&ffu aiw 



[0 0 15] 

>^M«##£f»*U -eo±tc«flitIp a pXiiAXa^^ffM$-^, 
^Tsg^*JgBIHp D pX(iAXm^o^^ffi 1) 8fcJc*&£i<fei8fc*# 

p°p x « Axa^cT) mm. urn 



(s£*K XliCH 2 X(i:C0-NH^^L, Y(±C H23U2NH C H 2 C 0 £tf L 
> Zlitfig&fc^U spacer(i(-CH2-)pX(±(-NHCH 2 CO-)q^^L, 
mlimjiOSaS:, nli2 0 0- 4 5 0(Olt^, p RZf q fi 0 Xti 1 - 8 <7) 
It^^to ) (»3jfcgl 2) *\ [I] t:^$ti^>i^7K^M*^'; 

mm. t-t&imm. 1 2 fEm^Me^^ l £ $ s ■c^*nrfig**jgii« 



at 4] 




[I] 
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, AxmrnK 9 >^9\±3cmft±x\ mj&mfcj&mzm-r&mmzmm-rzz 
ttzx ^mmznfzmmmx&&ztzmmtirz>immi i - 1 A^-rtifr 

(tmmi 5) ai«^\ mmmBmt*m-rz>mm<7>&mmi,z s m 
mwm$L$Lfr<r) mmm z^irzu*y°9-zm&itz^zzttfx£z>mm* 

mmm^mi&zimLtzi ix®m^m%&mmm&x&Axmm<vm&jim ( 

u *g«-r * ci t iz x *) mm s Ai«t^a c t zmmt-t 
ztrnmi 1 - 1 4 <D\s^tLfrtm<vmmm<7)m&*i%WLfzi t-?&imm% 

it^fe Mis) ?>^?&3iwmK m&mm&z&MLtz^^-r 
Aiat^, xxm&mm. ai^i±s«, Ai»sa±sia^^ ai^ 

j6±£&fft. AIf*^M8l, AXflm®a^L< (iAXIUiljMJfllWrtJSa 
tit 3ZJ2AXifiLt\ AXJffi. AXJif, AIfI> AXJ£/*5gL < lUIftit^ 

t ix&m^m%&mmm&xizAir®.^<7)m&?j& (»*i2o) i:its, 

[0 0 161 
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tz^-t& MT^m^mRm ^^-hu, y x ^ ? ? mm k ? y > 
*h*£ir«*u *<D±izmmmm&xteAxm!kZMmzit, mmmz-??* 

±BE-A^ [I] (st*, XliCH 2 X(iCO-NH^U Y 
liCH 2 IliNHCH 2 CO^^L, Zfitit^£^U spacerfi (- C H 2 -)pX 
li(-NHCH 2 CO-)q^^L mi± 1 &±<D&%L&^ n(i2 0 0 -4 5 0<Ol 

[0 0 17] 

■C*tLtf4#tz«(||R$*L-6<>0'CH*<, tezK^^^'^StMO^^, Ti;m, 

-s&frts sMlSt^ts^tUio fit, msHic, Huie 

i$zM4<7) t& t3*''j7-i ffM-T & - <b 7& ? T* # h 46 H 1*1 T* , ft Jji n H *i 

& TOW &f£fi £ * o it & - t T # £ o 
[0 0 18] 
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ftt^-r U >f >g£fc O^H&fi-^flc-Cab&MMAC (methyl vinyl ether / mal 
eic anhydride copolymer) Sr^-ffcWK^f & £ £rt ? T £ . MMAC^i^ ^ 

^^ii^Brfg^LTv^^, -CH 2 -CH 2 -#^^ttfi<h*S tcki$7M4T 

t4^&*K -e-T% l/>i<?)H^-IE^CH301-ettL, OJ^^co 
ft&iz£*)&&%)mti t l%i2>£%z.bix2>o CH 3 0*t:ftx.tOHit 
fUtSt, ^W^^^^^Kti^x/UiK^^^^fc^ibftft L<& 

t U77Xf ^il^3-f^ >^lCfflv^^|^MMACiISt LT 
{±, 2 ft g/m 1 - 1 m g/m 1 , #K 1 0 // g/m 1 jWjgt?* , t)^£ 3 

o fit, MMACKi3U-&RS^T&&tt7fcv W >»l±, 3 

>/^l«7^it & etc** ^\ - v >r y&fftz t £ 

[0 0 19] 

* < j^7Ktt^^-e -7° 9 X ^ y * KIR ji £ *L & CI t h , 7° ^ X if- y ^ <7) 

mm^nn k m% & < mtrt %> - t # ? t § , ^ * j^zms i=rt»^ *° «; •? - * ^ 
* mw l £ ? > / < * tt^t^ft: * tjaa^ k t ij m £ * * - 1 § , so * s *i ax 

, mz, ai^#, axjmr, Ax«fja*^±jsatttrt&jaaft^j£»i--6a 
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[0 0 2 0] 

j&\z£vxWRZti&3?-r>yn,<Dft%$Bt'7' h »; >y ?x*m^zzt i>x% 

ho Z(Dt§ik. -3 s 7—Y><7>£. J kWL%'&)toZ>tzib^ ascorbic acid-2-phosphate 
(Asc-P) £ 4tHo *ttIl37-7 J '>ilI^C0 2 ^> 

[0 0 2 1] 

it, mm, mm, mm^^t^mm^hm^^hmmm^u^x^fi^ t* 
i-g-tf) tLxn, fflmmt^<7)UT<vmmmz^t?m.mx$>tii$t:<7)£ o 

AX^jt±&&$u AXW&tmfam., AXffFHim^u AXfliiliMifiLlirt&a 
g|f(OAiai^, AXlfiLlf, All, AXJff. AX™, AISi, AI^I 

#oAXMf?£jW£A^w %> zttfx$z> 0 

[0 0 2 2] 
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[0 0 2 3] 

h >X— 1 0 0 „ Lubrol PX, ft^yn-;^ rr-;i/@£, Tween, J--r 
;vy>f(7)fligtti^j L<^ tftUn>X- 1 0 0 55 ? #H£?£ Lv^ c 

^Jx.lf h 'U VX - 1 0 0O«^ 0. 0 1-1. 0 

ft-cjbnjdr t<D «t ? & & <o-e i> x P H9-i oo7;^'j £ l < 

, iilf, 2 0-5 0 mMWNH 3 ^ 1 mM^)N a OHf W7^* 'Jttil^I 
[0 0 2 4] 

SfcK, W 5 lHt^i(:StLt < ^ U y y-A^(ODN a s e 
6 5fr#»3R t^rtHttrnfT- -tffStt 13 <fc & MSHtf>$3*» £ £p flHI 1" * ft , 
yn-rT— tfRaWJ, L<««Sfr#»*lfi#*J«>iB'&iS (PIC, protea 
se inhibitors cocktail) L£ 'J >^M»^tf> T^fd Jj&tffti Ly^o £ 

fcK, ^^fIo n p^f«^43v>T(i, Alt hftlf OiM^^LT^fr 
±Cgf Ltv^SI)iMf^tt^lW:$)f)^i:<62mM<7)Na3V04^ 

o 

EBIiE#2 004-3030990 
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[0 0 2 5] 

idle, ±&|ffl]fe£, h(7)±^^i;K7)lir|i^lt^m^ h >; 

-y ^^^H±-ei#*L7tAXa^ (T2-Fgel) <7)p^f*> T^->^^^fl«li 

h y?x<D#jfT, ±wy ^^^mm^y-r>mm±xmmLfz 

AI« (T2-fib-Fcm) <vmmU&, T^^i^^^-T--f >r.2tifz-? h 'J r 
;K7)^T, ±g^^^O*«t43^-r>*«±-et$*L7t:AXa^ (T2-fib 
-MG) <7)pm:^ llJ^x^TO^x^^iftB^TGF- /?0±?T. 
±§^^;K7)^i14r?^-r>^_h-et**L7^AXa^ (T2-f ib-TGFy? ) Op 

^^-^ h<7)±g^^;K7)jjiti#j||i^H^-r h M y ? x&m±Xt%mL 

^fr&AMi® (EC-Fgel) Ol)l§m££#SKW£- t^-e§£ 0 
[0 0 2 6] 

t-^-^<;^> (hspg) , t^ym^mmmmfcfcfttf'&mtzn, t 
tzm* ^sjsiffMi z^-tz> mm$&mwm$L$Lft * ^\ h mm 

$ n/c mm.m$Lft<D -kuft (i ^ffi^M ^ *i t l i v > R^ffl ^ ^ mm * 

£^-t-£ u^7°9-zmi£itz^&z\t^£&mmitmtfz3cwfo±'(:\ mm 

zttfx~&2>o -f%frib, ^tci ^m%zKtzffitz%Aj:®.m.<7)mm^m 
-r & u± y° 9 - * m feit z z. t a*-? # h mm £ m tz %nw ± t% siib 
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[0 0 2 7] 

T G F — /? ^^-t-^>^lt^«, 4ff L< (iMII^^OJilI'fl:^^, 

«^Dft^'j*> (hspg) , ^^->^<7)*^fli«^;^<7) imx 

it 2 ® m±0#^Ttr^« L £ *9 , TGF-/3 <7>#£T-Ci§«ij- ^>3i itl-i) 
o ±fa^^->^HSPG(iTfTlSp n p^fflv^^t^-e^, IVl3 7-^>tLT 

nm^y~yy, A/^^iyntt^n^ (hspg) , ^> 
it 2 m±±.<nmtt s nfzmmmmmm.frM5tmm*?, tgf-^i 

[0 0 2 8] 

&±.m v*L-f*7- t^-t&ztizzv)^ mj&mfcj&m £ & mm £ %mfc± 
iz&mlo zmm. <p-e&, u±7°?-tffi^&mmximmm<v~mmu 

t LTti, /?-D-^nt:7/-^ ( /? -D-glucopyranosyl) ^MTt^t^Xlt 
2-T-trhT^ K-2-ft^ry-^-D-^3t*7y-^ (2-acetoamide-2 
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-deoxy-/3-D-glucopyranosyl) WMTC^^^-f ^Ml^f £ *° V £1?lj7rc 

Ull^^ri-^^'J v-t LTfiPV-CA^PV-Laml^ 2 -T-fe K- 2 -x^ 

*v-/?-D-^rit^y-x #^l7C*5m * Wl" £ Hil ^t^'^-H 
-C{±PV-GicNAc^oif-;v^^y7-tc^'; ^Hfc^t A Lfc*5HF-#V (pv- 

sugar) £ i ») ^.ffcffj H ^J^1" & - 1 £ & 0 fit, Cin^ PV-sugar (i 1 ft 
2«JL±0?E^£fflV>Tk J: < , ^nf>PV-sugar{iTtilg<7)^^^ffl 

[0 0 2 9] 

it:. $^fi:J: <9 M»$ftfc*rfcfc;£8;K «t * Al^Wf Witt LT 

4- ^tr £ i <h j&*-e § , m x. (i\ #?Ltt * > r i/ > m<vnm izum®. 

ay-y ><DKnm iz&fgi-tz mucomm tzm^mz, & mmm^-t z> m 
^ct^<, ^(vftiW:. &mmfeft<vmmmmzM&z>^trfx£z> 0 113 

* & ^ ^ - y y mm<o mm z ft l t o _t&aH j& t jhhs ^ &*Hife<a k <t 
ik (to , mmwmm o&) zmmq^mtfLxm^^tztm^ztix^z 

Z> o 
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[0 0 3 0] 
[0 0 3 1 ] 

l , ±&mnfcn>wj& l ££&ik * i*o&&i&<7)ffiiii Steffi -r * - £ a*-c # , 

flue -c § & - t * mm l t v ^ 0 hsi* jt#± k ±^in * v * l m a 
ttz. mmmt. mm^mmLtz^mxim^m^^K mmm^^-n 

firm-? i> ftmx i>£< mm&% < ft o z\ t &x # * o 

[0 0 3 2] 
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irz>m&<7)i$m®%*t Lxim^mmzti?, n^^^-iv^- 

[0 0 3 3] 

r)v<Dmmm ±.k^^ ±mbj&<t>±® £ me® pa <^ stum £ 

[0 0 3 4] 
I^»0] 

mm i (s^i^fMt & ±j£*bj& • rtsij^) 

-hf^lffllleL d: LT^ Dr. A. Clement, Hopital Armand Trousseau, Paris (Cleme 
nt et al., Exp. Cell Res., 196: 198-205, 1991) frh&^Z tifzWmm±&. 

mm (s v 4 o -^-iy'T^mmmj-^ F?>^7xn ttz? ? h^bum ; 
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T2IHJ&) 10mM<7)2- [4- + -l-H 0 ^^v 

xr/^^t>i (HEPES) (pH7. 2) , 1 0 % * vJ&JBlfiLf* ( 
FBS ;Hyclone Laboratories Inc., Logan, Utah) , ^-y'J 
h*?>f y>$:IiL^DMEM (Dulbecco's modified Eagle medium) tCi3V*T 
, ^9 5 %/C 0 2 5 %0^frTt^f Ltffl^itc itz, Wi^L 
t\ ?o->T7n (Clonetics) tt^^lALfcli MiliWIH ( 
HPAE«) 1 0 mMO HEPES (pH7. 2) , 2%FBS, 
^ ^x y >J h v y > ^^t)0 L^zM C D B 1 3 lTOiiMC 

DB 1 3 1 t DMEM<7)%fMi&£i%i&HZ}3\,*X , 5 %/C O2 5 

^T-e^*LTffli/^Co mmmmii. Hcl:Fischer 344Et3*OflW 

$£^*tt£:« (CELL STRUCTURE AND FUNCTION 22: 603-614,1997) ffifc^/^^ 
CiDtilLf:^, ^ n - > f 7 ^ ^ tt^ ib i A L /: t h Itif i 

[0 0 3 5] 

WJ2 (*«14n^-y>^;K7)P$!i) 

®m-? h 'i y ? xzmLxmmtfzo dmem (pH7. 2) iciott&^'ftiM 
^y-rymm (0. 4 2m 1 ^ vjy^^mfflm-e^o/to. 3^0. 5m 

g /m 1 (/)Il37-y> ; Koken Co. , Tokyo) 6 ^^^i^ft^P- h (Be 
cton Dickinson Labware, Frankl in Lakes, NJ) cotf 'J 1^ > t V V 9 ^Sfc-x 
XTfrmt&K. 4. 3cm2(7)^«il||f«ii:SAL, C0 2 ^>^r^- 

imp^- 2 4B#r B M h u Y^itLtzo m^r 

2 4^4 zmmw,%tLxi±mL, n^m^y-r^zm (fib) tirffflL 

tZo ±m&$iWmmt Lttt H^y hJcl:Fischer 344|£*<Oflfi*«^fflJ&£ 
(CELL STRUCTURE AND FUNCTION 22: 603-614,1997) mM<7)Jj&^mCXM 

[0 0 3 6] 

^^13 mm.*r)v<Dmmi) 
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T2) 3ZJi|*l&M (HPAEC) £J§M L 2 »IR|i&* Lfc (EI 1 OT2-Fgel, 
H2<7)EC-F g el) o tfz, ±IS f i b ^^tiKt:fflv>tlJSl^tt^±Sa 

^TOj^a^^ffM-r^^^n, f i b±cEi±m (T2) xm&ih 

(HPAEC) *ffi m L 2 ilP^ig* L (El 1 <7)T2-f ib-Fcnu T2-f ib-MG t T2- 
fib-TGF/?) o SlC^^t, Fcm(i, ^fi^lTO £ L £ n (Fg 
el) MG{±, -7h'jy;V2 OOju 1 (<-<? b >-rV ^ > V >?±S!0 

£}g«uiij£tc n ~f y ? l tgf/? (2, ing /m 1 otgf /? » l £Jg 

[0 0 3 7] 

10^g/ml #S<7)#ffiPV-Sugar (£lt^Ilttt$£) $£ii#<7>yn h rr 
-;WC|£v\ 9 6 7t#'J h (^? h >r-V y V >tt®0 K 

f«0±C7 y Mlr|T^IlM±^«^ 1 X 1 O^Msf 10m 
M HEPES (pH7. 2) M %FB S ^ilSoL^DMEM^, CC^^* 

? 'J X * ;U/*-f * 1^ y b ^fflJfe£J£rfe L, 5 9 5 n m<»7tJt £Mt£ LT*fflJ&m 

> (FN) W\£Yu^^7^-y (VN) 3- hC^t^ffl 

^ <7)#7l7C*5SMiI^PV-sugar (GlcNAc ; 2-acetoamide-2-deoxy- /? -D-glucopyr 
anosyk Lam; /?-D-glucopyranosyl-(l— 3) ^ CA ; /? -D-glucopyranosyl-(l-*4) 
> LA; /?-D-galactopyranosyk MA; a -D-glucopyranosyh Man; /? -D-mannopyr 
anosyk MEA ; a -D-galactopyranosyl) 7>^^tLTV^ 0 m$frh, WVkllM±- 
&mmi, 2-T-fcbT^ K-2 -7^*v-/?-D-^n t°^y-x#Nit7C 
*5ro^^-r^»MiI^^oPV-GlcNAc, /?-D-^;i/n fcfr/ / -*#Nt7C5fc»S:# 
i" * Mil * oPV-CA^PV-Lam, /J-D-tf^btf^y-* #N3i7C» * 
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[0 0 3 8] 

4-2 (Miiii^itttaaisi^il) 

i:PETI^tt^±f^xii/55^^^*;vf t-^ >+h- h (H 1 £ 

mm) o _tp|5 jc )V<Djs£u$ P E TM-ht-> ^»3T-mL^^T^L7t:^^ 
Jg?7-f>m& (fib) UDMEM L Tt: 1 0 /u g/m nlJt<7)PV-Glc 

NAc, PV-CAX(iPV-Lam£r:-7M >7Ltz3CWfo (f i b *) _LT% HjJ&IlM-t 
3 7 °C, 5 % C 02^^ET-e 2 L tz a - <7>i#*-Cfi, 

^^^SLfc^ 7-<yyy)v (Fgei) , vfj^ (mg) xmGFpzmm&K 

mu^t-r. t&mmz fi 1 0 mM<D HEPES (pH7. 2) , 1 % F B S £: 0 . 
2mM ascorbic acid-2-phosphate (As c-P) £r3S}JD L/:DMEM^rfflv^: 

J^aii(7)^MO0^IlM±S«^4-|IM^!l5 H^1-^£-CEk*U M 

[0 0 3 9] 

16*, &$cepi±£/g!gijSM£ (lamina densa) Iffl^Ptiif 

^-etL^tL^i- (X^r-;K7)ft${i 1 ^ m) o f /wlH 7 coPV-sugar^S (Cont 
) t?i±, Bt#Of i b (37-^>^||, e^^ic^Ep) KJi&M^^W 
^tL-CV^jS^f (*) ft &&;-t^&V>7& 5 \ PV-GlcNAc, PV-Lam, PV-CA 

ftta-CH. *^M^ ?I PM^ (0 6O*:£ePK#J5>) K?fcj£$ft-C33«K PV-Lam&L 
g-Cfi, IHi«aiI2H±J&ffll!a««rlife*i-&l»U, -»*fr*tfc£&jRofc«&a»fc 

m) o CI ft <b 2 -T-te h T ^ K— 2 - rr** * v - £ - D - ^ 3 fcf 

7;-^ il7C*S £ & PV-GlcNAc^ /? - D - ^ ^ rr kf 9 ^ - * ^iSx*3g 
* ^ri-SPV-CA^PV-Lam-e n -r-f > ^* Lfci£?8JS: 3 9 -y >^S^##: (GlcNA 
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c-fib*, cA-fib*, Lam-fib*) ±xt%mi-&t, mmiim±mmm^w.Tizm 

(HI5) , iSIIi®)S$#ift^ofc (H6»OTa7) 0 
[0 0 4 0] 

4-3 (Th 'J^HlUSHM^lt^llf) 
0 1 C0T2-fib-MGtC^L^^t^, Tl5^x;H:-7f'J^2 0 0 ^ l£n-r- 

^>^-u m%-m^?-r>mm a i b) ±-eftT^_h^»^2iir H ^*-t^> 

fz^t^mm$^$LZKt£^^ (J. Cell Sci., 113: 589-868, 2000) 0 Z\(Dt§ 

&K$>*oxi>, nmM3i<z^Lfz?jmx&mm?7-r>m& (fib) z^m 

L , 4 fcjjx L 7^&T-PV-GlcNAc, PV-CAXfiPV-LamT u — t 4 y-FLfzig 

(f ib*) zm^&t, ioBr&%mxwmm±femmmw.T^mmm 

m& (fib*) ±x\ mmmmmK n-r- j y y Ltz 2 5 ^ i-rwr^ti 
oaf B iMt u ^Ltz±.^m.<om^m.n.^-mmm-% d£\m\^m, r 

tm-GlcNAc, PV-CAn-x-r y V) , &£/f|;«]5 

f£L£ (J&ffiij : £t/PV-GlcNAc, PV-CAn - -f > jT) ^^^fiX^ 

b U r ;^iW+^OJft^t & > PV-GlcNAcXJiPV-CA-C n - r- > ^* L fcft^ 
S=7^-r>^li^ff$ (GlcNAc-fib*, CA-fib*) fcffl^acifcKJ: »K 

Ltzo 

[0 0 4 1 ] 

4-4 (t hiiljflif rt«ci^*Si(7)ii) 
t: MWiftlRjfli^rtJfe (HPAE) M 2 iZTHLtzlj Ltz 0 
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F«IS^aiLf;3 7-y>^ (Fgel) ±icit^ig* (EC-Fgel 
) , Fgel*#T-ei^^Jt ^ 9 -fymm (fib) ±KJg* (EC-fib-Fcm) , 2 
0 0^ 1 h ^;l^^ifib_t-»it* (EC-fib-MG) , Wf i b_h"et&* 
(EC-fib) Lfco »HP AElfflJ&if £flM1?«5 <7)}j£-Clir 

*u «Biiaia:TOjw«an*K#ji**3iEffl*T«««-c««L^ (09) « ec-f 

gel<7)i#^(±*jgm«M$n^^\ EC-fib-Fcm, EC-fib-MG, EC-f ibOJfc-g-Kti 
fSE^On^—y^iWl^atffiL, T2»l^ (T2-f ib-Fcm, T2-fib-MG) <0 

>*MtWKit*Lfc$Mfc!»o ^^-^ftSlil//m 0 ) o EC-fib-Fcm 
<7)i£*^£fflv>T. ^JfcW5 0|i|ffl&IIS[±J&jWJ!&0*'g-i:ratSitw, PV-sugar£n 
~r>r >.^L7t»*JS3 7 -r>j»jHI5:«F# (fib*) Jb-eJg*Lfc<, 

, iso h p a e isai ^ 5 <7) >t ft t-ii l , iffiL^iitTofflsa^ 

*«»i££* jfeSMT-KflMfc-CtRfl L'fc (HI 0) o PV-GlcNAc, PV-CAn-x 
* >^'c7)^tc, ^j&m< 7 )fM^iSi6'btL7t:o PV-Lam^-TM > V<D^t^r\,z\t^ 
III<OfM^^/:of: 0 PV-sugar^MS (Cont) S^TV-LA, PV-MA, PV-M 
an, PV-MEAMa-Cti. B&fiPOn^-ri'SMi (6i£§±:££P) C±Mi(?)M- 
(*) Ltv^^\ m{±Mlt^^v> 0 m^«*?>, PV-G 
lcNAc, PV-CA=r--r >f >^L£ f i b* (GlcNAc-fib*, CA-fib*) im^Zt, 

10 0 4 2] 

M^r-*^ (T2-fib-MG) ^ , m 4 K«5$;WK?F$ *ITV>& J: 9 IIMM 

nmmm±&mk^. &&5mmmm.wm<nm&m (pic, ^y*- m^tt 

*u ±m zmuLtzm^w ymmmm ( P H7. 2 ; pbs (-) ) 

0. 1 %<7) h h >x- 1 0 0 (wmm&m) 2mi»t, ±«« 
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^^-r-2>gaK^^ftfi-^>#^*2[n mmm(7)S;&tr~i±m*L~ci±% b% 

v») ^OiSLT^m, ffltP I C£#tr PBC (-) itflfcT^JgJjH^ £>#Mv£14£iJ 
i: r ^ # 'J f5fc?#-£-r & >Ii:i:<toT N re±£»Ji £fiJ8t LT^JH^fim L 

[0 0 4 3] 

HWJ5-e«^L^^M«iS#±t^ 77 h^Ji&*fflJ&1* (SP0C1, 
*SIN I E S J: £5X1 Outfit, 3 7°C, 5%C0 2 ffST> 10 

mMcOHEPES (pH7. 2) t l%FBS*aU:, Ham' s F 1 2 : 

dmem= i : i <Di&£t%m*^immmmLx, %m±&m.m^mmLtz 0 m 
mmmm^±izm^^tifz^±^mk<D^mm^mmmMMi:mi 1 tLx 
T^-to hi i AimmmMiki£±.<v^m±j£mm*7f;L, mi iBn%m±&m 
mfimmtfcmm&ifcfDmmi&zmm lxt y -b^y?? 4 ^ *y y xm&^ x 
niMioiiitiiisift^moiM^u mi 1 

[0 0 4 4] 

HWU 5 L t: h 0i#flRifiLt : l*]&3« ( * n - y f 

^?±$£) £5X105MtffU 3 7°C, 5%C0 2 #ftT> lOmMOHEP 
ES (pH7. 2) t 2%FB S^famLtz, MCDB 1 3 1 : DMEM= 1 : 

\<Dm^WL*x2Mmt%mLx, \nYmm±.%Lmm.*m$kLtzo mmmm&fc 
eh 2 Aizmmmm%t<D±£t%m^ x ^mmttzt h^±&m.m^, mi 2 

Bciiv h <; rfr&lfTxm^Lfzt hskm±&m^Lx^^ 0 

[0 0 4 5] 
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7l/^>i^(7)$I*i^MMAC^fflv>/: 0 MMAC(i99. 5%^-*/- 
;WC?#fl?U aft&l 0// g/m 1 OMMACmmZntio ^OMMACit^, 
6^#IEffl^^^-^--r h (^n>fV^>V>|iI) CO. 5m 

L fcfWi^M £ # tr ^ 9 - r >&ifc i/:li37-y> <9 ft 0 . 7 
2m 1 ^«ttL, C0 2 ^ >^i^-^"Cll^rai/j(±^HI~2 4 HtPtSH 

h u p e Tiifficwiifiiv h v ?7.mm (f g e 1 ) t 

S5^Jt 3 9- y >mm (fib) «r{R&* L£ c - «tttn y-y >3feJl±T 
*i«3t^:LT, JffiJfeIlS!-tj£*ffl)fe (T2) Sr#ttL2iIIBJJ&«LT (T2 
-FgeK ^fcf±T2-fib-Fcm^T2-fib-MG) , AXffljJJ&±&&f$£1S£IL£:o :«A 
XJffiJ&X&Mlis * * x. *7 «r ffl ^ T P E T mfr h fflttfti Kfl* L - * , * 

[0 0 4 6] 

, AXifiLlN AXfljfJ, AXJFK Alfl, AXj£j», Al^If £ LTOW^IS 
[HI] 

Wfl&±S#IBflatcJ:**SIIIBflK«:^i-fll^:ia-C**o 
[0 2] 

mmm\*i&mm~ «t & Melius * ^ti^iT** * 0 

[H3] 
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[14] 
[05] 

[06] 

WJEIIM±&i« OPV-sugar £ 3 - -r J > 7 L fzM&fe 37- 
(fib*) ±^2aW^«L^je^Bfi£$tL^WiJ3&±jSa«fe^ai!«TP0 

[HI7] 

TOIIM ±J^*E^ £ M * <7)PV-sugar £3--r^>^L 3 9 - r 

(fib*) ±T2^^^«L7t|t^M^n/i)i«±Sa^l:T<7)«^K 

[gI8] 

JffiJ&IISi±j£ftt£ft* OPV-sugar£ 3 — -r-r > ^* L £itS*J£ 3 7 - ¥ 

(fib*) ±x\ m mmmmiz - y- ^ > ? t £ 2 5 ^ ivhu^iioa 

[19] 
[EI 1 0] 

a*<7>PV-sugar£3-y- ^ y 7 X^tz^mW.^ 7 - ¥y'i%M (f i b *) ±t:t 

h mmmm.mnmmzmi. l , limif * &a l 3 9 - v > r ^ 1 2 a 

PbW5«L£ (EC-fib*-Fcm) ^ff^$n/iJfiL^^I^«^itTC0#tt^® 

[sun 
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[Ell] 



T2-Fgel 




T2-fib-FCM 




T2-fib-MG 



T2-fib-TGF p 











TGF-p 



















[@2] 



EC-Fgel 





















r 







EC-fib-FCM EC-fib-MG 




fn, - 



EC-fib 



miE#2 004-3030990 




WSE# 2004-3030990 



[1214] 



2001-292675 



3/ 





















37- 


■ •••■mkitiiaiiT iniiltiitiMtiiin 



I 











iiiiiiiitiiiAiHii«diiiiimr<itfiitiiiniiiiniiiMiiitiiii/i 

Mini $nta7-y >«H 






1 






r- + > 






■ ■ ■ •••«VvG« ittMitlliMflilftifititilltm ■Amiii««i (( .7 

^ 7MJ — ^ 



ttiSE#2 004-3030990 



[H5J 



mU2 001-2926 7. 5 



- O "* * a 



4/ 




tbH#2 004-3030990 




mSE# 2004-3030990 




2004-3030990 




mSE# 2004-3030990 




miE# 2004-3030990 




tBfE# 2 004-3030990 




tBSE#2 004-3030990 



iff SI 2001-292675 



^-v: 11/E 



[Ell 2] 




mint 2 0 0 4 



-3030990 



2 0 0 1 - 2 9 2 6 7 5 ^- v : 1/E 

mm 

2>n7k&&fflR.m#*) v-hl^ zf? ? mmz*> & 
mmu ^^±izmmmm&xi±Aj:m.M.£fcj&zit, mmmz?? 
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